.BBcvntno ^0/5304? 



mmm 

m&<D&/v?e}m\z&nz>mmm$m mm&t^tin, ^ commit- f&mz\z 
<Dfem\z&^Tte, ±Mmm^&%4t¥mmsm^fem\znmT%m&\zffi® 

bm%'&<Dfo&m&m<Dfemmnmz&-femzm^Tjp k> , mm\z z\nu±<D 

mvmmm&MWKD w%frt>-£<b\z&mvmmi±izm-?%iz\z, ^vmnrz 

<t¥mmizmm-znz>inmm\z. ffimmv&vtemmmvmmMvmmm® 
%k*mmtisT&K), mnmm. w\zmmmmm(Dm^i&Mmm\z5-^z>y* 

m^mm^mm £ * ;t x ^ ->7 tmm u& < & ^ & #>t& & . 

1 



mxtf-pimzun^ mwm^-mmmiRmz, L^hmnmrn^mm m&m) 
mM(Dnwmz^zs-D< h<Dt^x^n^> 0 

%t-?x*f&mt MfcmzteMTLte, w-mmfc^vmAmzm-Tz^mt hvj-e 

-r%mzm^z>mnmmzm-rz>o £K>mL<iz. ^mmtm^-m^mmm 
& ^ ^ \tmm izmm £ mmmm \z mt & a 

j£tf, *mmmm\zmw-$'z>o 

*mw\z&^Tmmzn%itmmmmt{z, mm\zmmmt^^=f-i\L^ 

2 



*3«fc£Pe©&3JU*, tf^;i/tf->>, H7^^5 L >(Dolastatin)*3«fcrJf-tne>©H 
ifiX%. ^WmzU^V^^ i/> (Bleomycin) ^tc\t^<Dmm^mzn^n^> 

tt. &£^te^:/DV^>> (Peliomycin) £jzitt<Dmm¥mzf?®Znz>1&£ 

^BKffi£LT±SBSE, PS3B5, nBsSJS, "iPJffi, P&S53§s«\ 

3 



siasHS urn, pm» mmm. ntmfrz). ttmm\zmf&&&&& 
wmmm, mtaBm&mfzz. 

"So 

X (Heraagglutinating Virus of Japan, HVJ) *mf Z>Z 0 

>^ >>>f t UtlfrWCtt. ^J^«'VR-105, VR-907 ^£P. 0. Box 
1549, Manassas, VA 20108, USA £t CD American Type Culture Collection (ATCC) . 
telephone 1-703-365-2700 ft t>mX~?Z> Z £t^T#3o 

http://www. atcc. org/SearchCatalogs/longview. cfm?view=av, 152376, VR-105&t 
ext=Sendai&max=20 
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http://www. atcc. org/SearchCatalogs/longview. cfm?view=av, 1375478, VR-907& 
text=Sendai&max=20 

r>-r ji^x >^ p - ^ ^ -iz-D^Tk k> m b < \t. m*. \&$m 200 1-286282 
w&m. (woo 1/57204 n&m. 8fbb 2002-065278 wo-a 03/01433.8 

(PCT/JP02/07879)^{'fB«$tlTfeD> aftmz\*WZ.l*ftm 2001-286282 

h>(Triton)X100> y"^i^=i-)im^tc^(D^ ^—)Vm^tc\^(DmM^: 
•TbWA. n-)VM(Di&£ tt^SK h >J ^7 A£W£ z\ttf 

m^x^m-mt-^yy^^^ jvt • x>^o-y^^^-(^T> hvj-e^^ 
c: T^ffl -r s««a!tti5B^ $ nr\ a# mz \zm z. «\ te mmm ( 1 omM h u * , 

ImM EDTA (pH8. 0) ) , PBS CJ >WtmffiW I^ltl«lffflt'f5^ pH # 6-9 

BJ £ b T , gijf^ffl tb Z> ^ © & V i fitfiSSI £ HV J-E ^ ^ ^ - fcij 
AU in vi tro ^Ti^^^^trt^Wfen^ £L < £&flUl@lc£L&3!l& 

£fc in vivoKj%ll«tc*3ViTtt, iaS^JO^K^Tfcifr < , ^0fS4-*ff 
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znz^iomcD&mzmr), zzizmmmm. mmmmtcDmmiz^K). - 

ini»J£itALfcHVJ-E^^-te, in vi tro Hi^Tr^*^ h«(C h ^ >X 

-<Dmm& mmmm <d mm \z ^jp-r % u e v> & mm r 3 3: <h # & . 

h7>X7x^y 3 >te37rT\KJS£i±£«^ 30 #£Lt, 48 PtF^fi^T 

cell counting kit-8. mdt^) lz<k Off oOfim £ 

in vivoK^i^fc^ott^^^ ^JA^^X©^, M^lwi^fiiT 

\t scid x"^x^^ffl-r^^)^f * b^o 

■tot, &timx*Mmzmi)\\\,'D~D&z>Bm. %u&. mm - x-mm ■ -&mmu 
Eomit^m. mmzm (±mm,&m, amm, mmm, mmm, nvrntaz) . m 

^\ HVJ-E V>5 Z£\Z£K> »im\Zt£Z> 0 



ill! in vitro HUfctC^ttS, §i©Wt€Mtit^7 7T^I) (¥ 
02H invivoHifcK&tt^ &P<2¥J«e^*£it3&L£:^ 7T*5 

HMffl) 1 in vitro M^. 



<&M 2001-286282 ^$B©^l»!l 8 \Zftl\ 6, OOOHAU/600m 1 (6 OJDVfU- 
h 6^)<^^t^bb/iHVJ-E^^^-^-80r^^ 34. 5T:^L/c 0 mi<DA 
ofcT<^n^zL-y^ 15, OOOrpm, 15^r^, 4^CT3s4>U HVJ-E^^-££t 

/PBS(5mg/ml) 1/^-7 -f >> : B*<b^) ^(cM^Ufco $e>^3X(D 

Triton-XlOO ^ 2m1 *n^_, Tri ton-XlOO <7)fltifM^ 0. l^iS^^llb, tK4>(c 
lS^Mb^o^co^.PBS^^ 500^ 1 tJDAfco ^ D^-y£ 15, OOOrpm, 
15£ffl> 4ttMU, M^^lxe,^V^-5±m^^b> PBS 500m 1 

jp^^co nm* 15. ooorpm, 15 ttm, 4 t CT3t^u, tti§:^£ 
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»&nfctt«4fe* 180m 1 © PBS Hm^£ 30m 1 ^ 6 #<0-?-f Z> 

a^=L-7\zft&isrz e &?-=L-zf\z 5mg/mi \zvmviffu^^ y&ummmz 5 

«K 500 Ml ©DMEM*« (Dulbecco ^ Eagle igife) £iD*.fc. 

mi-y'V^^ is>M; : 1, 000HAU, ^l/^"7^f ;>> 200ng/DMEM 500m 1/1 well 
HVJ-PBS;S¥ : 1, 000HAU /DMEM 500m 1/1 well 

1/50 ZfU3r-v(i/>m : ^V^-ii/y 50Mg/DMEM 500 m 1/ 1 well 
1/500 : ^l/f?^ <» 5Mg/DMEM 500 m 1/ 1 well 

1/5, 000 ZfU^^->>m : 7>t7-fy> 500ng/DMEM 500 m 1/ 1 well 
frZL-Affi : DMEM 

6 ^JD^u-bizmmvr^^^mmmmm cm iz±^mmm^m^rcozo 
#m 37x:(dui&^ \ztkw&.mM (dmem. ioxfcs^w) 5oom i co^m^n ofco 



1 







TO 


mn 




1/50 7*l/f7^y>^ 


2 


81, 800 


16, 


688 


1/500 yi/^-T^^>>S¥ 


2 


164. 600 


13, 


859 


1/5, 000 -?v~*-?-i=/ym 


2 


196, 800 


15, 


274 




2 


16, 800 




170 


HVJ-PBS 


2 


201, 100 


8, 


627 




2 


220, 100 


23, 


617 
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^^-Ag¥> W}-?*S&m\Z&tfZ>¥-*%±MMmZ* 220, 1OOJ0, 201, 100 {@T 
$>ofco mi&^<D7~]/jr-?^ is>mii&m (500ng, 5ug, 50/* g) (D^JJ&lfcte, 
196,800 10, 164. 600 f@, 81, 800 HHCMbT, ^l/^-f ->> HVJ-E £TAS¥<£>£ 

16, 800 10 £&o7to ^^-A^ 100%iLH^Tl:bK-r-&^> 
HVJ-PBSS¥ 91. 4*, 7*1/^-7 -T>-> 500ng, 5^g, SOjigmm 89. 435, 74. 8^. 33. 9% 

T&3<£>fc*fu ^i/^-» hvj-e mAM\z&tfz>±mmmi$ti'ffr i. 6*-c 
^©ism, 7u**?-t hvj-e ic^at 3 ^ tiz£ vj$.mfcmm®Lm?j}M 

A#<&^;i«*:£#*.3<^ HV J-E ^ ^ - fc J; D mm®. izm A b ©<8) 

£#&-^icj; r>mMtemftm&m^mz.r£ou#imM& hvj-e ^ 
- tcfef at & z\h\z^x, m^mMmmz mmmzmm-r: # ^ pjt^^ 

^MM2 in vivo^g& 

6, 000HAU/600 m 1 <£> HVJ-E ^ ^-£-80T:^e> 34. S'ClC^bl'JIlC nJ^fcLfco 
^4©Aofc7^ ^o?a-7'$: 15, 000rpra> 15 ftffl, 4 , CT3a<frU HVJ-E^ 

^->>/PBS (40mg/ml)^lcM^bfeo $ 61c 3%<Z) Tri ton-XlOO £ In 1 JD^L 
Triton-XlOO ©«MS^0. 1%£&£ £ o tK^Ic 15^r^BLfco 

^(D'&, PBS 500m 1 1W7ifZo ^7 D^a.-:/£ 15, OOOrpnu 15 #P^> 4<C 

T»ifrUttJRW£^6>fcV*«fc5±»*l»*UPBS *«t* 500/x 1 JpAfe. 
•7^770^3.-7*^ 15, OOOrpm, 15 4'CTjI4>U ttJg&lSr^e&^J;? K 
±»*»*bfc. ttJKtt* 120/xl WPBS CKbfc, 



HVJ-yu^-7-r^>>S^ : 5, 000HAU, ->> 6. 5/z g/100^ 1 /EE 

HVJ-PBS t£#i¥ : 5, 000HAU /100/z 1/EE 

65/ig/ml T/l^T-f ~>>&-5-S¥ : Zfls*-?^ ->>/PBS (65/ig/ml), 100 m 1/ EE 
PBS^#H : 100 Ml ©PBS 

BALB/c 7^77 GlfflS : 8 MIS, M) £ffl^7c 0 lig CT26 

/B CT-26 lOXFCS-aWDMEM^tCTPML, 5 x 10 6 {@ (100 £t 1 PBS/EE) 

©iHHfla<£:WSU^*lbfc. J&@m, 20 W£&fi& 500m 1 ©HUB 

WiS!#k:TfTofc. &ffiffilDJI&&5tt* S@x0@x@g/2 ©ftmfetcTjim 
fcofco 1 7-8imn JifEIiSSlSm 100 m 1 

£, ^n^n^^7X0gP^#bfCc ?S««^7, 10, 13, 16, 19Bt£(o£ 



2 





7 


10 


13 


16 


65/i.g/ml 


158.4 
25. 4 


413. 70 
71. 20 


754. 7 
206. 6 


1234. 6 
332. 8 


HVJ-7' W7<fy> 


136. 2 
16. 2 


285. 70 
77. 60 


456. 7 
116.4 


676. 1 
209. 2 


HVJ-PBS 


164. 3 
23. 8 


362. 20 
73. 70 


688. 1 
143. 7 


1083. 1 
243. 8 


^t-'il-A (PBS) 


158. 7 
33. 3 


418. 20 
62. 50 


738. 7 
97. 9 


1277. 7 
162. 7 
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"C\t lOday izffim) mm*b <bntz (13 2) o 9 B'& (m 2 Ttt 16day KlffiS, I^Wx 

9 B*£) <7)JM^»te, mM^ff-S^J; t)*fflLfc|g*, PBS : 1, 277mm 3 , 

65Mg/ml BLM &J*m : 1, 235mm 3 , HVJ-PBS : 1, 083mm 3 , HVJ-BLM : 676mm 3 

tte-ofz m 2) o m^mitX'^-rt, PBS : 65Mg/ml BLM&-5-P : HVJ-PBS 

: HVJ-BLM ®-$m=0%: 3. 45K : 15. 2S:47. 1* (EI 3) ttZ-oTc* -fUzt^-l is> 

&%&mmmmz&j3-i,r£mT\$. pbs e-s-aMctb^T 3. 4%<7)jim/j^^^s 
£d, e^^^:ffiJ&^s©^g/J^^j)^js^^e)'E>n^ofc. ^n«, isiTtnx 

HVJ-PBS 15. 2X£&9, HVJ-E — ©^Tt>* 

s@s©^d^8e>e>nfc. cm^Hvj-E fciDiqg^nfc&^ffl^^-fg 
"ctt«**»3&« 47. lxtteo, i«viS[3B«i*3&«B*e»nfc. 

• in vivo tc&t/iTte, @J#M*m^C7V^-^>'>^m^^#UT : feS<^^^ , 

stassft^ tt^«> e> tit* fr^>fco 

• hvj-e ^^^-f^tt), m^ffi&nhm&mtbzntz. 

in vivo H§£(2) 

(1) UWr+f^ 
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v^X*J13M*CT-26*fflflS£> 8 Mti&<D BALB/cAnNCrj &m"? t yX(Dft&8ite 

(c^fitu mmmi&mfim 5mm tu^tzmmmm 10 m \z, o.2&z>w$ 

0. 4mg/body cd:/^ (yX^fy, CDDP) £]]tiiSrtf;:m[Ej&4-U 

(D 1 Ht£fC HVJ-E, ->> 13. 2mg ^ftS HVJ-E/BLM &ffig 

ftlCiM&^Lfc.M^ft&^GQ 21 S^ICMISUT HVJ-E/BLM (Dtfimmftm&m 



(mg/body) * (mg/JM) ** 





£3 






0 


HVJ-E ffi 




w&i&m o 


HVJ-E 


0 


13mg/tumor HVJ-E/BLM f¥ 




0 


HVJ-E/BLM 


13 


0. 2mg/body CDDP %t 




CDDP 0. 2 




0 


0. 4mg/body CDDP m 




CDDP 0. 4 




0 


0. 2mg/body CDDP- 13mg/ tumor HVJ-E/BLM 1 




CDDP 0. 2 


HVJ-E/BLM 


13 


0. 4mg/body CDDP-HVJ-E P 




CDDP 0. 4 


HVJ-E 


0 



* : vX:/^>(CDDP) £LT 
** : -y'V^^i ->> (BLM) <h IT 



(2) 
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2-1) IttOi^i 

•WX*mffi&%zCI-2Gfflm$:* 10%FBS^WDMEMtgiti2£ffll^ 37t:, 5%C0 2 

>hizmi,tz'&, mmgm&n-Dtzo dmem oo$fbs tsi w.&v&^xk, iomL<Du> 

mmm^M^M^ (PBS) TM£&#U ImL <D 0. 25% b U 7°~>>:i3<£D: lmmol/L 
EDTA-2Na ^£ PBS SrgsjDU 37t:TM£tiJ!l£Lfco 9mL © DMEM ig±li!£Mrt£, 

3s>i>#llf£(1000 rpm, 5 ftm) tCTJfflflS^lsIiRbfc. ±mi&3c^ 10% 
FBS DMEM JgitiJ^TM^^U #*b&. 

2-2) ^HfiWSt©li 

*tj80«Zl>7;PX>h^MbfeifflflS(Di§^^|^5fe^ PBS ^ffl^T, ig*?^ 
X3£$c#bfco 0.25% hU7°->>43 c tyClnimolAEDTA-2Na-a-*PBS^ / >a^P 
U 37T:Tltt£pnitL&i£££Tl&gLfc 0 DMEM^^^ViT^ffllS^*^, at 
(1000 rpm, 5 #M) bfc. ±?t PBS KfflWbfc. S^3S'L^«t (1000 

rpm, 5#|B1)U ±?*£:Rfc3tf£, PBS £ffl^T 5x 10 7 WmL fcWHUfc. 

2-3) v^XOHKk 
2-4) *S«<£>JIM1 

ttfi 7 b fct&* t A U * > * ffl V ^T*J^ * ^Jfi b . ^ ^ ^ O it SIS £ > 

tfzfJVmmU &&Zt&Mm (26G) £fflVvr, 100/iL/site (5x 10 6 f@ 
/body) * 59 E(£i!j#Kc&rt&#bfco S-^-bfcMB 1C 57 ECD»^ 
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2-5) myKDmfttt 

mmoymi&m, &m&4. 5, t&ztfi amzmfemmmtemfe 

Ltlfr-Dfz) LTc 0 (&m 4. 5-5. 5mm mmm 4. 64~5. 48mm) 

2-6) S# 

&#(iooouu u -e© 1 BmzWimmn&mmft&^aoouLL) vrz 0 

2-7) M*fl<£$J^ 

fi4B*S4«0Btbfc. &#t£3, 6, 9, 12, 15, 18 21 B ±#>J 

2-8) mmmm<D$m 
&m±&u wt^'fe 21 a ofift i6~24 0tnm&) tc, ^> hA*;n^-;i^ h >j ^ 

A (^{bfijcltitfc^tt) zKiSifc (6. 48mg/mL, 5mL/kg) <DMI&fa®5-\Z &2>mm 
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(3) mm 
3-D mmmn 

Mmm. HVJ-Ei¥* 13mg/tumor HVJ-E/BLM 0. 2mg/body CDDP 0. 4mg/body 
CDDPS¥&i;M. 2mg/body CDDP-13mg/tumor HVJ-E/BLM B*T 
ffi^fSHM^WHifJPb, Jft#«21 B©M«#:|*¥^fi«^-n-^n3216. 14, 
2716. 00, 2283. 84, 1720. 14, 1367. 62 1022. 34mm 3 T&o£: (0. 4mg/body CDDP 

mit 3 00, -^<Dftilte3- 10 M) o 0. 4mg/body CDDP-HVJ-E 1 
^6 S^JB«#:«« 122. 27mm 3 *TifSPU, 9 0 tC 1 18. 82mm 3 , 12 ^ 

£ 21 Bte 13. 12-23. 26mm 3 (3M^bfcc (@4#I) 

3-2) mama 

21 b (Dmm&miz. mmm (2570. 35mg) ^hvj-e m (2428. 64mg) > 

13mg/tumor HVJ-E/BLM M (1680. 65mg) ^0. 2mg/body CDDP m (1619. 79mg) > 
0. 4mg/body CDDP ^¥ (1 164. 13mg)>0. 2mg/body CDDP- 13mg/ tumor HVJ-E/BLM i¥ 
(987. 33mg) >0. 4mg/body CDDP-HVJ-E m (90. 4mg) ©)fiT*ofc. fc*5, 0. 2mg/body 
CDDP- 13mg/ tumor HVJ-E/BLM iTtt, &^P#K:#ftL£]«3»# 10 2 fclTiB* 

J^±cD^m^e>. 13mg/tumor <£> HVJ-E/BLM te> "x^TJcSlfi bfc CT-26 SfflflStC 
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mm, 

3 (D^-fnfr i TOm©is^»jo 

6. 0^)V7.ifi. V hu^^jixm. hfiV^Jlxm. nof)^^, 7 

jixn, 77°Fv^)ixm, i&v2M^K7J&. ^v^xo-o^m. 

Bi#^-r;v7>, ^\;^7.^-r;i/7,, r 7^->^7^-i';i/x, tfy^xsK^sfc 
tt'T >7;i/x>+f^-r;px^e>ji^nfe i it*s, i ~6 ©i^-m^ i 

16 




j&m i ~ 7 o^-rn^ i «iB«(Dig^^^j e 

9 . a^jT-fe^is^ i ~ 8 (D^-ftifr i mtzmoimmmmo 

1 1. ftmm&m&hV h>(Triton)X100, ^^^n-)im^rz^(D^ 

1 2 . @^?scD^^jTafe-5> it mt-m. i~ii <wrn^ i mmmnmmmMo 

1 3 . ia^js^\ mm. m.m. mimm, nass, ^am^-is, mmm 
mmi&nm. # • Hasans* m&v >;m&tz\zm^wmfrt>mi£ntz i «-e 

m&m i ~ 1 2 ©^-rn^ i TO«©ig^»j 0 

14. tmb§§^w«. AM5s*7t^it^e>gttWciaT$)§, 
1 3 mmommmm* 

is. siii^js^ifii, nmm, mmm, nmm^rc\tnmm^m 
snfciitfe^, w«i 3 iZM.<Dmmmm 0 

3, M^l 3fBK(DIS^»Jo 

i7. wmmmm(DmfimiLmm-i?&z>, m&mi 3$m(DmmmM 0 

19. ~>x:/^>(cisplatin) . #;i^:/^XcarboplatinK 

rtyzf?^> (Parapratin) £*:te^:7°^5P> (nedaplatin) rt^ilteWc-ilT 
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2 0. iXmft&iMtf, b-*)l>tiZfhZfV > l J^^>hM6-mercaptopurine riboside) , 
xy v^fc'Xenocitabin) , MMtfkisZ k'Xgemcitabine HC1) , ^^7- )V 
(carmofur), i^^ y h'Xcytarabine) , i/5> ^ t:>;t£7/frx:7 7 — h (cytarabine 
ocfosfateh "riiy — JMtegafur) > "rtfy— )V • XMtegafur-uraci 1) , 
#37— )]/ • ^^yiyJV ■ 3r^ryis)Vt} x ) 9A (tegafur-gimeraci 1 -oteraci 1 • 
pottasium)> F+S'^HJ >>Xdoxif luridine) , t Fo + ->^jl//U K 
(hydroxycarbamide) , y)V^u^ ? ->;Kf luorouraci 1) , ^M/+t-h 
(Methotrexate), *)lt>y° hy°V Xmercaptopurine) , U >W.y)\/#y M > 
(fludarabine phosphate) j&*£gl£nfc— «T&5, Sfjfc^ 1 8lE«tf>, jffic&tefij 

43 t>v £ tz. « ? ; w- a ^ z/)i*mm-rz> - 1 zwm. t-r % , m^m^m* 
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mmmtLxm^y'u^^ yym. Tyv^^-j >mumm. vrh^-rv 
>m, y^^y^-^yym. 5>*-y-y%%mw. tsyy'vj-yym, y^y^^y 
m. x^^ax^u ym, \iyW7,j-y, xhi/^hv>-», 5-7;i/^-p^7 

=7 y)V (5-FU) &&TSJc<nmmW. fc*^;Hf-», F5^^>(Dolastatin)&J; 
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m i 



250.000 



200,000 




,0 



<■-) 



BALB/c CT28 JliJgfl 



1800 
1600 
1400 
1200 
1000 

600 



400 
200 
0 




10 13 
B (day) 
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•PBS 
•65ug/ml BLM 
•HVJ-PBS 
■HVJ-BLM 



1/2 



1600 r 
1400 
1200 

| 1000 

S 800 

S 600 
ft- 400 
200 
0 



s-^i6B Biztsii-z&mcDw-itjmmmm. 




65/yg/ml BLM 



HVJ-BLM 



HVJ-PBS 



PBS 



If 



3.500.00 




■HVJ-E|f 

• 13mg/tumor HVJ-E/BLMf¥ 
-0.2mg/body CDDP?* 
■0.4mg/body CDDPff 

•0.2mg/body CDDP-13mg/tumor HVJ-E/BLM?¥ 
•0.4mg/body CDDP-HVJ-Efl 



2/2 



